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: Common, chronic, idiopathic inflammatory skin disorder 
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iiicidence: 1-2% of general populations. 

Age: any, but commenest between (15-40 Ys). 1'} 

Sexy no predilection. 


.Pathogenesis of psorias is 

(Hunter’s dermatology 2003) 
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(a) Antigen presentation 
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’ n -.^. SUPe r tigVn - When ^ ci 8™ has been processed ir i s pc£sen[ed 
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the C ° Sdm “^ molecules CD2 8 ,T cell, and bV CD^TZ S * f '**- 
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pronounced in pustular psoriasis than in psoriasis vulgaris. 1 

1 cause ; either an mtnnsic PMr-IL defect or to the presence of chemoattractants in the 
psoriatic epidermis. Although the principal stimulus that triggers the phenomenon of 
massme PMNL migration from the vasculature to the epidemis is unknown, cytokine 
elaboiatea oy keratinocytes arc believed to aid the process. 


cytokines 


~ E/M: show basai keratinocyte herniations. These are cytoplasmic processes from basal 
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was termed balneophototlierapy; it has become increasingly popular m burope^wo^^ 
concentrated salt-water baths together with artificial UVB sources are used in [ »• i+M 
treatment centers. A possible(mecKanism qf concentrated salt-water bathing is 
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radiation. The use of heliotherapy began 
and Egypt to heat diseases, including ps< 
as therapy. As far back as 3,000 years, medical practitioners v 
use sunlight-sensitizing chemicals before sun exposure - a primitive version of today s 
■photochemptefSvvysiiTUVA. Heliotherapy has been studied, and it works..:Benefits 
lasting beyond'ayearhaye even been documented. ■ 
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' A «yometa^,„. 

B SS£Lrt%£ reduced to tetreO^mfolate reductase (Qi. 

" P Methotrexate inhibits this^‘2^ hHWtXdropteroaie synihatase, and thus, can amplify the inh.bitjon 

o Dapsone and various sulfpnarniqQ? innipi • •■>.*? ■■ • r -•• . ■ 

of DHFR by^ethotrexate. . - ^ sulfam elhoxbzoie) inhibits DHFR,-and'thus car,.;; 
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amplify the inhibitfontoUhis pa^way by rnemoirexate. methotrexate for DHFR, 4 the adverse . 

F Folic arid given in therapeutic doses essentially compete 

- ■ effects of methotrexate by. i ^^methotrexate fnhibltion of folate, serving as d ; -r ..... 

G Folinic acid, in a sense does an end run around m. mu - 

, fully roducod substrate r ; ■■ . y pyx: 
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Box )•; het!iptR«^ imitations mi ^qntrajnfii^ppps 

1 rDA^pprpve^ dermatologic inrJic 4 t[Qrj§ 
lOriasis''® 

| Sezary syndrome' 3 -'^ 

Off-label dermatologic uses J yiCy^ 1 b 

Proliferative dernio toses 
Pityriasis rfioiTpiiaris 25 - ?r 
Pityriasis hclsenoides et varioSifo: mis aaica* a,&: ' 

Reiter’s disease 29 

Immunobullo us dermatoses 
'emphigus /ulgans 1 
Bullous pemphigoid J1 
Cicatricial pemphigoid 15. 

Autoimmune connective tissue diseases 


Bli Iff dsrrfia cases 

aaregidos^^'-’R 

Keloids-' 

Lymphomatoid papulosis 6 " 
Keratoacanthomas (intralesionalY-' 
Mycosis fungoides 6 -"''' 

Cutaneous Crohn's disease 57 -' 5 
Chronic idiopathic uizioncM 


Contraindications 10 
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. di*egnanr / Q A ) 
Lactation 


c C 
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x ju- Cl 


\ ^ /'—»> rj. 

* x—C 




Derinatorriyositis 1 '-" ! ~~~ 

| oubacute cutaneous lupus erythematosus 32 
j Systemic lupus erythematosus 43 
SylCemic scleroderma 44 
| Morphea/localized scleroderma 1 ''" 17 

Vasculitis end neu trojohilic derma Loses 
| Leukocytoclastic vasculitis^” ~ ’ • 
cutaneous polyaiteritis nodosa 19 ''' 0 • 
Behcet's disease 30 .. 

Kawasaki disease 51 
Pyoderma gangrenosum 52 - 53 

Dermatitis 
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[fable Bfefe Drv-g'Interactions—Methotrexate 
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i interacting cirug group 


Examples and comments 


|T. C/mm 

cvC(| j3p’Ci?lP—4- 


X ese Bugs XIT-BhoXTBserX iBols (Tnd potential toxicttyV- disp.acement from P .^a 


I .Antibacterial -—other 
Jf Antibacterial —tetracyclines 

j Antips/c!votiC agents 


C h I o ramphenicoi 

Dox/cydine, minocycline, tetracycline 




^ J j j pj||| 




i-’henotl'iiazines (vai lOUi^ 


- tJ thei*- 


, i r _ n t pHrretion and displacement from plasma proteins 

These drugs may \ methotrexate scrum levels—| renal wcierou l .... 


jreatmen|j'| 


V'-'zm 




p-^lr 


1 ~i!t!u^iil: 


Antibacterial—sulfonamides 
Anti-inflarnmatory drugs—other 
M5AID (including COX- 2) 


Sulfamethoxazole, others (including TMP/SMX combination) 


Salicylate 


Various; different MSA.ID with varying [ methotrexate renal excretion 


it tora t 
v •aa’unt&f. ; 
erinirtinpi? • 

Y '§m ■ 

encviBi/ 


hese drugs may { methotrsx«t« iesruni (or mtracunuc.i.) ^ 


C-otSier mechanisms 


Antibacterial 
Antiplatelet drugs . 
Miscellaneous drugs 


;ncy yirj;f|»h 
nrt of tiSf, 


Ciprofloxacin, penicillins 

Dipyridamole; t intracellular accumulation of MTX , 

Amiodarone (mechanism unknown), probenecid; f intracellular au.umu ation.oi 
MTX, also competes with methotrexate for renal tubular secretion 


__ & • i i^ inr! nnfpntia.1 toxicity) of these clrug-a 

Methotrexate^riiay serum leveb (and potgnu u 




excreted|»T'' 

'T.Mh- 

' —ti tlMftv • 


Bronchodilators—xanthines 


Theophylline 


it iucthui: 


lit.- 


lethotrexate may J, serum levels of these drugs (loss of 


SO ycarsrj Y 

■Am 

ot m , 


Cardiac drugs—inotropic 


Digoxin 


h arm a cadynpm a c 


|pt7r W BCTdrugs that Inhibit thew amymes markedly j risk of hemat ologic toxic, t-/ 


Dihydropteraafe synthefese 
Dihydrofoiate reductase 


Dapsone, sulfonamides (notably sulfamethoxazole in TMP/p|X combination) 
Trimethoprim, tnmefrexate; inhibit same enzyme as methotrexate 


' ' ' rrtr ‘ V' .jj^p effects _drugs with inherent risk for hematologic toxicity 

' 0uCei ; 3 f;|llM|^ Pharmacodynamic interactions, additive ettecLs u u t, _ 


ivnjjjly intA: '• 

i 50mppl| r ; 


Antiviral agents 
I Immunosuppressive agents 
1 Other drugs with similar effect 


Cidolovir, interferons, zidovudine 
A- 0 thioprme (see below) 

Cnemotherapeutic ogsi'K. clozapine, lamofngine. etc. 




. jit-iwa offfxrt _t risk of hepatotoxicity 

• Pharmacodynamic interactions, additive eslset , 


BllpX 


'Alternative" medical therapies 
Habits 

Retinoids—systamfc, 


Black cohosh, kava 
Alcohol (excessive.) 


AcitretinVbe^rpTene =••/ 
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Other interactions, pf potential importance invy 
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Antibacterial—other 
Immunosuppressive agents 


Nutritional supplements 


Aminoglycosides; may - anti-tumor effects of methotrexate - 
1 Alefa<*-°pt azathioprine. corticosteroids, cyclosporine, efalizuma”, ■ _ 1 

' nv/roph'enolate rnofetil, sirolimu;, tacrolimus; may t opportunist,c .rycnon, 
Folinicacid (Leucovorin); combined use may ,|, methotrexate efficacy .yen..,.., 
considered that folic acid does not have this same mhicitory e.ie.i) 
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CYCLOSPORINE 


) 




Introducnoii : Cyclosporine, a cyclic peptide of 11 a 
soil fungus Tolypocladium inflaiuni Gams in 1970 ai 
immunosuppressive effects in 1976, In 1979, during 


acids, was isolated from, the 
s found to have clinical 


icons 


ntxs trial, it was 
with psoriatic 


s are ava 


/ 

J I - (Sandimmune®): 20 and 100 ms 


P 2 - (Neoral®): Predigested microemulsion that is more completely and consistently 
absorbed: (25 mg, 100 mg) or as an oral solution (100 mg/ml) 11: '. The solution can be 
mixed in orange juice or apple juice, but grapefrui t juice should be avoided because it 
alters cyclosporine's metabolism (see Ch. 131). 


[etabolism: by the 


mthway 


vdGY Y ! b 




* Excretion : 
urine) 


is via bile and feces (Only 6% of cyclosporine is excreted unchanged 



@ 

(+) feedback 


Calcium 


Calmodulin 


Peptide/MHC II complex 


TCR / CD3 complex 



(T-cell activation) 


Calcineurln 


c) Nuclear factor activated 
T-cells (N FAT-1) 


(E,.) Cyclosporine 
-yxp'f— Tac ro I i m u s 
x Plmecrolimus 


c’ iX-'Vf/ /wQfTj 


r 
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recept; 


O&hXvpg-'ti 

■ty 

Sbffitiynnv- 


* Tliis calcineurin/”signai 1” systemcreates a highly efficient immunologic response to various antigenic fhf 
(or-superantigenystimuli. - y)' ’ ' . <7 

A The;piptlde/MHG if complex on the 'aniigen presenting ceil interacts with the hceil receptor (TGfl)/0p3 ; 

W n I rlV WHrl ko M I i 1 H 1 w T ^nii o/-d:i i l *-* »*!; i uJ j-* ^ «tlj .! ti : l»_? « I ? i i. _ f J» - z ~r 1 i i . k: .it ,-S - . •‘-1 ■ ■. i 


, f » ’ . ' r ' ~~ " ’ - r - ■ j-r • • W w w. - r «.. i F wwir n “'•III I <•« I S V/V Vv p IVJ I ^ 1 ’ ‘ ' ; 

complex and results in T-ceii adlyatipn; ; \ dajcins^Hn activity is one fesuit of this feel! aotivatiqnr-Ni 
p With calcium a co factor, and' through interaction with the calcium binding protein caimodulinf'caidneurih 
' 1 activity of the transcription factor NFAT-1X • - . 

C NFAT-1 \ formation of both the cylokjjae IL-2 and the IL-2 receptor. 

D Through subsequent binding of IL-2(fo)lL-2 receptor, the T-cell activation is further amplified'. 

B Cyclosporine (as well as tacrolimus and pimecrolimus) inhibits the key enzyme, calcineurin, in this 
• system with \ llh and \ IL-2 receptor production, with the rixyyv:cyr; l yyci|rhV?;iiti hj 3 "signal V\ 
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US FDA-approved indications / . G \o-rrUS.iS 
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avers psoriasis 


'nhjj i Recalcitrant. treatment-resistant psoriasis 

-IA Disabling- psoriasis (including localized versions such as 

hancf-and-foot psoriasis) 

Af / gyCu -csfcnAj ’ 

Approved indications in other countries 
Psoriasis - / 

Atopic dermatitis 5 * 45 


^apulcxsquamous dermatoses 


Lichen planus 9-11 


Bullous dermatoses 
Pemphigus M_l 8 
Pemphigoid 19-21 

Epidermolysis bullosa acquisita 13 
Linear EgA bullous dermatosis 31 - 

AutQsmsnurie connective-tissue diseases 
I' Dernastomyositis 15-27 
Lupus erythematosus 1 ' 1 
Scleroderma 19-3 , 1 ' ■ 

Neutrophilic dermatoses 
Bahpet”s disease 33 
Pyoderma gangrenosum ”* u 

hicop/'crsclc 
Sej-yiiy's ayndroma 
I dv- tons ^.ipqQu !f>5 

Dermatitis 

Atooic dermatitis 5 ' 3 > ■ 


Lichen, planopilaris 10 

G ra n u faraotc. us de rm a loses 
G rajifjk.tma an n u lare J9 "‘ 1 
Sai‘0;jido'5E' rl ■ '■ * 




APS ] I - i l Cyclosporine Indications and Contraindications 




r a media and European Union. 


Disorders of keratinization 
Pityriasis rubra pilaris* 3 - 4 " 

Photo sensitivity dermatoses 
Chronic actinic dermatitis 45 

Other dermatoses 

Eosinophilic cellulitis 16 
Kimura’s disease 47 

Morphea 48 „ .. A"" 

Prurigo nodularis 19 
Papular erythroderma of Ofuji 50 
Persistent papular acantholytic dermatosis- 
Purpura pigmentosa chronica 52 
Reiter's syndrome 33 
Sclero m y x edema 54 

Urticaria 

Chronic urticaria 55-57 
Cold urticaria 39 
Solar urticaria 59 
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PHASE, 2 - 


PHASE 3 • 

'Clearing phase 
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Transition phase 


Maintenance phase 


PHASE 1 ■ 

Cyclosporine or 
maximum 
cjermafalogio 
dosage 
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PHASE 2 

... r ,. Maintain cyclosporine 
at 4 nig/kg/cl while 
Introducing acitretin. 
later, taper off 
cyqlospg'rina, 


PHASE 3A. 

Maintain yvjrh 
acitretin 


of oral sequential therapy, 


PHASE 38 

Maintain with 
acitretin and UVB or 
PUVA (Re-UVB or 
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Acitretfn and CyA? Accumulation 
system can- be inhibited by acitretin, 
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inactivalion by cytochrome 


® Hydroxyurea & mix or a^athiaprine, 

* CyA x PUVA ? T occurrence of SCC, 




Cola rar -x PUVA? Significant phototoxic responses, 
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Combination with the biologies 
* Etanercepf -x MIX. CyA, Acitretin, 



'.erapy m psoriasis l 

This facilitafeTTorig'-1 xTirr ATnTaTm on 1 2< rninirniy.es chronic toxicity by rotating 
treatment regimens before significant "individual drug" toxicities occur, 


dlffero!:t 
/ 


N / 

|> 

—v 

( m" 

PUVA/ 

"'n 

\r~-i 

\ > 

Acitretin 


\7 
’ m rx 


! t-I\ 

: ? 
-in 

UVB ± Tar 

/'> 

, i r 

Aid 

Vl 




Selection of rotational therapy^ \ 



Each of the 1 rv agent therapies (PUVA, methotrexate, etretinate, UVB 8c cyclosporine), 
should be used in rotation for only?) - 2 yr^io avoid the risk of appearance of sic 

feels, e.g. skin cancer with PUVA. 


- If a- pf was able to tolerale 2 or 3 of the therapies, ihrnight take (4-6 yrsjbefore returning 
jo the initial freaknenI,(JRup reducing the cumulative toxicity from each individual 

Iherapy. 


• v.lf the T v agents are no longer effective, then 2 ry agents should be considered, 
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